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imm^] mmm 

I 

CHj-Ri CMi-Bj Ce,-OH CHj-fi* CHj-Rs Oii Cl»-R«^ 

(asC0-llB-<i-<»-NB-CB-{»-B»-HH-<2-<0-N-<a-^^ 

(D) (D) I (D) 

Q 

1 miE#¥ 05-3025929 



1 

4t^ 5-01 8978 



tlS^, 5l=#^a*?tttO-^''U Rgli^- (CHg) n-Rg' (^tf 

NAcD2Nal-D4C lPhe-D3Pa l-Ser-NMeTyr-R-Leu-Lys (N i sp) -Pr o-DA 1 aNH, 
C^cjJ. RliD Lys(Nic), D Lys(AzaglyN ic) t feliD Lys(AzaglyFur) 

[0 0 0 1] 

^mmit. L H - RHmmi^.miz l h - r H^mf^M $:^-r s f * ^ 
it^o^^^^t^ '^M^mm ^mitrn^^ v^mmmm iz^^jm^^^ '^mmm 

[0 0 0 2] 

#r?iHg57-ii85i2^ii;^#{cii, JiN;i/^>'#ffl§::ti-5JKu^^^F> ±mmiz 

I: ^ ^ W/ O MIL-ft 3 r -fe ;i/ - 3 > in X. T V -r 
^ n -fe ;i/ & M )t -t -5 V ^ t) -6 n r -fe ;i/ ^ - e/ a > 7()^ gB ^ $ ti T V ^ S o 

^ IS $ it S ^ ^ ^ $ :n T t ^ S o 

2 ailiE#¥ 05-3025929 
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■* 

i^AjA 5 — 01 8 978 



EP-A-0467389{C li, jKU V-tfcM^^V-f ^ DX^-f r^{Ci;§^ 

ii 5}f u ^ F ® K ^ >y y u A u - X 5" A m^mmm ^ t ^ ^ § o l 

[0 0 0 3] 

LH-RH (%L/<liGnRH) LT^ e>tb^^^J^f!g7ix;i/^>ijtffi/is;i/^ 

y, JftHSlCfel-t-Sxx hni;?x>®?^^S:^t|-t€)„ tJ^oX. LH-RH^^#: 

yMmi^f^t)^mmv$>'orctr^ innM^. S2m. isgg-ieosK, 1990^) , 

, S^C|i-a•fi!^C:^#:|^®LH-RH(Z)f^MS:PI§i-SiKxiltt;()^e)^tlbcD#^Jcffi 

3 msiE#¥0 5-3025929 



1 

5 — 01 8978 



[0 0 0 4] 

trcU^w.mziB\-^^mmm<DMm mm^^~:^h) j?)^ii>^<, lh-rh^^ 

NAcD2Nal : N-T-fe^;i/-D-3- i2-i^-7^}V) y^—Jl 
D4CiPhe : D-3- (4-^ n D ^x— T^— ;i/ 
D3Pal :J)-3-{3-}dVP)l)r^~)\y 
NMeTyr : N-:?^ ^;i/^D i/;^ 

DLys(Nic) : D- (-f :/e/P >-N-— 7 Vi/JV 
Lys(Nisp) : -fi/uy-H--^ V:fU\:f)V) U 

DLys(AzaglyNic) : D- [1-Tif- (N-nn^ y -f ;!/) ^'U^;i/] V^JV 
DLys(AzaglyFur) : D- Cl-Tif- (N-2-7n-f ;b) ifVi/M ^)t/)V 

"toi^o^r^ J mzmL. ^^xm^-t^^-^. iupac-iub 3^*ye/a> • 

i^'f ' ^"fj )i' ' y — ^ > b — (Commission on Biochemical 

Nomenclature) (a-Q tTT^ • • • A>f ;t>^r^ ;^ hU ~ (Euro 

pian Journal of Biochemistry) |H38#. 9 ^37^ (1984^) ) \Zi:^^^th 
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#5p 5 — 018978 



[0 0 0 5] 



, 8 3 7-t, 1^04, 0 0 8, 2 0 9#. |elll3, 9 7 2, 8 5 9 1^114, 
2 34, 5 7 1 -t, ^H^fl^ll 1 , 4 23, 0 S 3 ^fj^^izmM^nX\i^^K'f 
^ K#>b^#lf btlSo ^b{C^#;fil|lCli. Mx.li-fiS^(pyr)Glu-R^^-Trp-Ser-R 
j2-Ri3-Ri4-Arg-Pro-R^g C^tfi. R^jliHis, Tyr, Trp^ fciip-NH2-Phe, R^2^t 

R^^itGl y-NH-Rjg ( R (i^^K^M-? * tc li}?K^S ^ L T V > T =fe J: V ^ <£i^T ;i/ ^ 



(pyr)Glu-His-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-CH2-CH3 

•fui'^jytmmt^:it^:&^o 

[0 0 0 6] 

LH-RHj§m{^fl§$:^-r-5^y^ FilLTli. '0*!)AlS#^¥3 - 1 0 16 9 



05-3025929 




5-0 18978 



5-^i^#. i2i{^^3 - 5 0 3 1 6 5#i^#feJ;t;^H#ff||5, 1 4 0, 0 0 9 



Uts] 



CH,-8i CH,-R, CB,-OH CHj-S* CAz-^i OI, 

(a«CO-NB JBK»Hra<a-<»-88-NH-<2-<0-N-<l-<»-ra^ ( 1 3 

CD) (D) I (D) 

Q 



[it A] 



CD) 



^XS*. J^mMSttcltO-^^^Jni/fVm^. Rgit^- (CHg) n-Rg' 



n = 2 ^feii3 Rq \t 



[0 0 0 7] 

^ CI] tf^^ Rp R2*fetiR4'??^$4x^^? 



e-- 1 0 



1^, B^mmt)^^ 
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Xit. M;i«3-r^y-i H-i ,2,4-hy Ty-;i/-5->f;i/, s-t^^-ih 
-1 ,3 ,4-h u rv^-;i^-2->f;i/, y-i h-i ,2 ,4-h u ti/-;i/-3- 

4Jl, 3-r^ /-2 H-l ,2 ,4-h y 7V~;i/-5-^;i/, 4-r^y-lH-l,2 
,3-h UTy-;i/-5— f;i/, 7-2 H-1 , 2 , 3-h U TV^-;i/-5— f;!/^ 

[0 0 0 8] 

^;^)Wtbv^o Mr^ v'^iibTii, M^ifn>re/>, >fya-r^>>, y;i/n>f 

U^s;n;i/, 3-Ky\/ ih) ^T.-}V, 3-/<>y [b] -3-5^x 

>r>FU;i/, 2-^>Ky;i/, ^y>f>FU;u, iH->r>^*yu;w ^> 
y>f^^*yu;^, ^^y^ryu;!/, =¥7 u;i/, -fy=^^y u;u^i:*;6^^#tf e^ti-s 

7 ailiE2ft¥ 05-3025929 
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[0 0 0 9] 
[0 0 10] 

±137 J: t>*T $ *vT v^ T =b i; v^:*r ;i/a{c ft S 

o 

ter t--/^ if If e> ti -5 c J? * b < ^ 5^ * If 

8 aiE#¥ 05-302 5929 
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[0 0 1 1 ] 
[0 0 12] 




Ut6] 



[0 0 1 3] 



R^<z>Ri^m'kmfM- 
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-NH-ifi-co-'* . -nh4b-co- ^-c^* 

(D) 



Hfc8 3 



NH 




H 



[0 0 14] 



-(CH2)8-NHC0 



f\ - (CHz) s-NH-CO-NH-NH-CO-|f^ 




-(CHajs-NH-CO-NH-NH-CO 



f\ -CCH2)»-NH2. 




-(CH2)2-NH-C0-NH2 . -(CH2)8-NH-C0-NH2 



Uti 0] 



NCsHs 

-(CH2)8-NH-C-NH-C2B8 . 



1 0 05-3025929 
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(ft 1 1 ] 



NB 



1 



0 0- 




[0 0 15] 
Utl 2] 



-(CH2)3-NB-CH<f 



NH 

(CH2)2-NH-C-NH2 



NCzHs 
(CH2)»-NH-C-NH-C2H5 



7 

Utl 3] 



CHs 

NH-CH-CO- 
(D) 



H 

NH-N-CO- 



10 0 16] 
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[0 0 17] 

l.B.-KYimmW1^t=.ktt(DUh LT. L<liJe<Tt-^f LH-RH 

( 1 ) NAcD2Nal-D4CiPhe-D3Pal-Ser-NMeTyr-DLys(Nic)-Leu-Lys(Nisp)-Pro-DAla 

( 2 ) NAcD2Nal-D4CiPhe-D3Pal-Ser-NMeTyr-DLys(AzaglyNic)-Leu-Lys(Nisp)-Pr 

o-DA 1 aNHg * ^ © g^^J^ 

( 3 ) NAcD2Nal-D4CiPhe-D3Pal-Ser-NMeTyr-DLys(AzaglyFur)-Leu-Lys(Nisp)-Pr 

o-DA 1 aNHg * » ^ OD i^^l^ 

bTj|&0.01%'-J^50% (w/w) MV^&tl'g>o nt.L<\t.. ^0.1%~^40% (w 

/w) ^v^e>4^-&o #ic^?* L<li, *«ji%~^30% (w/w) Mv^e>tl-5c 

[0 0 18] 

illll~3 g®^#:|^^'^|gftjKUV-S:, T-feh> (2 5ml) }i:^^J~}]y (5 

ml) ®?S^^iEtc:^fi?L/, l/-f >$:f|^^iibTr®^Mtfi(Z);!7 

;i/5i^=3p.>;i,^$:g^a (20°C) -e0^#TO. 0 5NT;H3-;i/'|i;!KM'fb:*U '^A 

5^3§gS^4tC J:-5iS:^j^:$}-i^i= 2 0 0 0 0 X A/B 

1 2 ffiliE#¥ 05-3 0 25929 
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A : ^i^Pi^m^:ii<')^'-(DUM (g) 
[0 0 19] 

> ^^m&miz^^ m^m^^&f)^ g p c j: ^ m^m^^A ^i<^<± 
m^tit. ^mm^Miz ^ ^ m^f^^^Mtt^ GPcm^iz^^ m^m^'?'M<Dm 

[0 0 2 0] 

^i^izmm(Diij)iii^^t/)vm^^t^&i^\H^m'\^Ti<')'7~(DM.i^mtLxit 

13 ffiiiE#^0 5 - 3 0 2 5 9 2 9 



5—018978 



(M> jKU - r -'<>i^';b-L-^'*;i/^jf^>®E^) . M^-^u^ym^^M 

mmtt^^^mz%^m^^ib>^M^^^^. D-, L-, DL-#(Z)VN-rti=bffl 

[0 0 2 1 ] 

8 5 2 m^jkmztm,<Dism\z'^'cx^^i^^^. 

[0 0 2 2] 

2,000, 22,000, 9,200, 5,050, 2,950, 1,050, 580, 162 ® 9iSM®/Ky 1/ 

>&SMMi:bT^;VA°-^x-^/3>^Dvh^*^7^-f- (GPC) xm^ 

^AKF804Lx2 (HH^D^Xig) , RI ^x^-L-3300 (Hitl^f^^lg) 
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[0 0 2 3] 
[0 0 2 4] 

^uu:^^ty, ^un:^^)VJ^, ^uuji^y, hu^nnx^>, m^^tum^£ 

[0 0 2 5] 

1 5 ffiiiE#5|2 05-3025929 
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:ii<V^-'KMLX'prjt<t^io% (w/w) i;i±0LH- RHMmi^-hmM'^'^ 

[0 0 2 6] 

m60% (w/w) t?feS„ mztS'tb<it. I&12~^50% (w/w) T'fe^. 
[0 0 2 7] 

m) S:^2^BSCD^^gtfi{ciOx.. O (^W) /W (;i^^a) a > 

lt5^xX5=-;i/ C^y>r->(Tween)80, ^ - >(Tween)60. T h ^"^7 ^*-^±] 
> j}<U:r:^i/x^l/>fc:ve/^fi^#^ CHCO-60, HCO-50. B^^^i^JV 

1 6 miE#¥ 05-3025929 



j^ift 5 — 01 8978 



L<li^0.001%7&^e>20% (w/w) (Dmmti^ ^M'KM^'^ ^ ^ o 3e>{c^?*L/< 
tt^0.01%?b^e>10% (w/w) (^^fflT'Mv\e)4X'&o L<li|<j0,05%;6^ 
^5% (w/w) (D^HTMV^^^X^. 
[0 0 2 8] 

[0 0 2 9] 

li^il^tC cfc y V-f ^7 n :;57 ^m^t^m^lt. ±13® L H - R HM^^ 

, L H - R Hmmi^t^i^iH^m^^v ^~t(D:^mmmmw.(Di^m(Dmo,oim 

J:v^„ e:#:6^JCti. -^Jiiii^^ U n^vfi, ifv?fi, n-ym, UMm, n 

1 7 aia#¥ 05-3025929 
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[0 0 3 0] 

. ^'')^yy, y^'f')y, n^~^'ym(D^yA^M.. mtf-hV^A, vym 

m.m^Mmz ^^x^>( ^u:^zf^jv ^mit-t^m^K it. ±m(o l h - r h 

MtC j: o T L H - R Hil##; 1 4#:t^^^«7K U ^- h ® ^^^^^^g t mmz 
[0 0 3 1] 

M» Tween 80, YiCO-m^(D^m^^M. :;?j;i/iK^^;>^5^;i/i2;i/n-X, 

18 ffiliE#¥0 5- 3 0 2 5 9 2 9 



5-018978 



> ^mitm (M> mti-hV^J^, y;i/tfh-;i/, 

[0 0 3 2] 
[0 0 3 3] 

m<Dmmfj^^ m^Ms r ^ -e ^ e » 

19 ai®#¥P 5 - 3 0 2 5 9 2 9 



#5)1 5-018978 



^ iinc j: o T Ml: 



[0 0 3 4] 



■mm I 



; Alt is J; t>*;^iP^ 5: # ^ 1000m 1 ^ CD 4 n 7 ^ X n tC 90% D , L - IL 



WmM) SrMV^T. ^^^^^T100°C, 500mmHg:^^e)150°C, SOmmHg* 4 
MM^bTWm^^rl^^l^fco 3e>lC, S—SOMHg, 150'-185r;T'23^r4M 

# 4^ T^IL^ - ^* U n - ;i/^i^M^I|i® G P c j: s MM^m^^As Wl 

^m^'f'&^^n^mS&MiZ^^m^i^^^Mit. ^tl^'tllO.OOO, 4,000, 4 

,oooT*feofcz:i:*^e> p^Sg c jiil® :ji7 ^ $:^1--5Ji<Uv-T'fesz:^ 



[0 0 3 5] 



2 

^^^A^ <fc O'i^iP^ ^ix. 7t lOOOml^® 4 P 7 ^ X 3 IC90% D , L - IL 

7K^?g347g^^*u 3-;i/^266gh$:in^, V > h ;ni - iJt - (^SM'fb^ii^^ 

SrMV^T, M^^i5^T100°C, 500M«Hg3{)^bl50°C, 30iiiiaHg* T 5 
ibT©m7K$:l^*bfco $6{C. 3~30mmHg, 150-180°Cl?23^r^^ 



2 0 
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^i^^^mn ^x:f%^m^m\z. 2;: ^m^^^'i^mt. ^Mmo.m. 3,700, 3 

[0 0 3 6] 

mmm 1 

NAcD2Na 1-D4C lPhe-D3Pa 1-Ser-NMeTyr-DLys (N i c) -Leu-Lys (N i sp) -Pro-DA 1 aNHg 

M^M^#: (IL^/^y r3-;^m= 75/25 , G P Ci!l^lCcfcSM*¥ 

i©^^^*5,000. Wi^m^^m^.m. *3ggS^*{CJ:S|^^i^^^^-*2,200, t^I 
^^i^^XHig (lot. 920729)) 3.8g$!^'i^DD>l^>5.3g (4.0ml) iC^f^L/fe 

o.i%3Ky if~>n/T;i/n-;i/ (eg-40, H^lc-^^^b^lg) ;!K^miooomi4iic^i 

AL, ^-tf>MJJ^^^^■t^--&Mv^, 7000rpml5~O/Wa[iv';i/$/a>^ bfeo 

;i o /wx s> a > ^r^MT- 3 ^rp1M# L T ^ n n ^ ^ > UWi S it , 

MiO^iia (05PR-22, HAilgf^m) 5: ffl V ^ T 2000rpm T' 

^ n;!3 n5!j^-fe;i/ttJ® A-75998®-^;t^ii-e^€tl 5 

±BB^I^i^^cUT, Tfa®(l)fej:t)f(2)®^>^5=- K<Z)igM5b^^3tS4xeo 

(1) NAcD2Na 1-D4C 1 Phe-D3Pa 1-Ser-NMeTyr-DLys (A2ag I yN i c) -Leu-Lys (N i sp) -Pr o- 

DAlaNHg^iti?!^ 

(2) NAcD2Na 1 -D4C 1 Phe-D3Pa 1 -Ser-NMeTyr-DLys ( Azag 1 yFur ) -Leu-Lys (N i sp) -Pr o- 

2 1 ffiiE#¥0 5 - 3 0 2 5 9 2 9 
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[0 0 3 7] 

A-75998 (200ing) IL^- n-;V^^M-^^ (11^/^* U H -;i/m = 
75/25 , GPC?i^{Cj:.5S*^i^:$>^*10,000, ^^^^^^-^4,400 

, 5^^S^*CJ:-5tS:¥*ll^'-^'*4,300. ^Q3tM^X||ig (lot. 880530)) 3.8g 
^i/i7UU:^^y6,7g (5.0ml) {C^^b;t?g{Ci([Ix.T^ISb:/^o 3©^m&i7 

ictci^SPL}^^, ^«)ircicigi}bTd3v^:to.i%/Ky tf-;i/T;i/3-;i/}!fc^?gti 
ooomiffiic^iAL, JK^THifeMi i:l^^{cbTv>f ^n;!j:/-fe;i/$:#feo v^^ 

n -f^JlyCDU^. ^-^^UiJ >''-fe;i/tf»® A -75998(^»^^^ti-e tl^tl 5 —65 
/ttnu 4.5%'efeo;feo 
[0 0 3 8] 

A-75998 (400mg) 1 "e#e>tlfclL^- U n -;bi?^M'^#i3.6g 

^i^^UUMtyS.Os (6.0ml) {C^i!P?bfe?K{CiDx.T^^b:to r®^?g$:15 

ric^^SPbT^^. ^i?)i4'ic{ciil3SbTd3v>feo.i%7KU if~;i/T;i/3-;i':!fc^liKi 

000ml cjaic^iAb. JE^THiSM 1 l^^{C bT V-f ^ Q :/l2;p$:#feo v>f^^ 

a i:} •:f'^ )l(DnB. -r-f ^7n;?J^-fe;i/tfi(DA-75998®-^^^ld:^tl^tl5~65 

A-75998 (400mg) 2 l?#e>ti;tlL^- U ZI-;i/^^M'&#;3.6g 

$:$/i^nD^^?>8.0g (6.0ml) iC?§®f bfeMJC^DAT^^^bfcc :i(Z)^m$:15 

•cici^j|ib7t^> ^A?)l5°c^cMI^5bTfev^feo.l%/Ky if-;yr;i/n-;i/;!K^?ti 

ooomitfiic^iAb. &.rmmmi trnmizLx-^^ ^uij-:fiz)]y^mr:io 

ui!j-:f'^)V(DU&> ^^^nij ^■fe;i/tfJ<Z) A - 75998(^-^^^1* -eti-eti 5 —65 

HifeM 5 

U 3-;i/^i^M'a-#^3.6gS:i;^ D 3? >8.0g(60ml){C^®^b:tM{CiDx., 

^*&-'^?K^ibfe„ :i(Z)^?KS: 1 5*C(c?^SPbfe^, 5x:{c^tlsbTfeVN 

2 2 05-3025929 
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[0 0 3 9] 

mmm i 

n-X (2.5mg) , 3jf y y;i/^- h80 (O.Smg) , b-;i/25mg^^^SLfe^, 

[0 04 0] 

759985:^4 L/tM^^ 1 ] }C5^-to 

mmm 3 

lliSM3T-#e)tlfcv'-r^n;?j>^-fe;i/$:mv\ III^MI ^l|HI#^CbT^#A- 
75998$:^4bfcM^$: 1 ] K^to 
[0 0 4 1 ] 

[^ 1 ] 



A-759983i#^ (%) 



iQ i)§ 2m Am Qm 



Ml 82.8 21.8 - - - 
m2 96.7 91.7 79.5 69.2 59.2 



22.8 



2 3 
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M3 100.0 84.3 43.9 31.9 - 



96.3 67.5 38.0 23.5 - 



[0 0 4 2] 



mi 

M2 
M3 

Mm 4: 



#^(%)=97.1-(75.7XjaiS:) (r2 = 0.994) 

#^(o/o)=92.2-( d.lxmm (r2 = 0.998) 

#^(%) = 102.4- (24.8XMiS[) (r2 = 0.982) 

#^ ( % ) = 97 . 7 - (26 . 5 X Mli) (r^ = 0 . 989) 



1.3^ 
lO.Sil 



4.1ii 
3.7ji 



[^1] ^<fct>' c^2] <z)Mm{c^stiScfce)tc. ^mm(OhH-RHmm^ 

[0 0 4 3] 

itmm 1 

A - 75998 (400mg) S: . %m - ^ U n - ;i/M^M'^# (%m/ U 3 - = 



50/50 , 



:¥^^^^-S58,000, |S[¥i^^i^*14,000, tI^^S^*}. 



<I; -5 i5[¥*lf:^'-^*45 , 000, U >:^3*->f >>5f ;i/7\-f A$i (lot.RG505-05077) 
) 3.6g^^:;^5^nD;)l^>33.2g (25.0ml) JC^^ilUfc?StCiDAfeA\ A-75998$: 

btmm 2 

A -75998 (400iiig) Hi?- ^^U □t-;i/m^M'^#: (IL^/^*U zi-;i/^= 



2 4 
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75/25 , M*¥i^^^^-»18,000. E¥±^:$>^fi8,400, ^SSg^^fitCj: 

<5 E^i^^S-^ i30 , 000. ^-V>iS-^y^Jl7\^ Am (lot.RG752-15057) ) 3 
.6g^$;^nn^^>8.0g (6,0b1) C^fi|LfeMJCi0;tfc*\ A-75998^^^^ 

"e^^j{)^ofc„ r®:9'tS:ig$:i7°ctc;^i|ibfc#> i^i?)i5°cc^l0bTfev^;to.i 

- 759980^^^ li^tl^'tl, 10~90/im, 2.5%'efeofec 
[0 0 4 4] 

A -75998 (400ittg) fL^- n-;i/^^M-&#: (l.^/yU3~;i/^= 

75/25 , M»¥i^:9-^»58,000, |S[^i^^^^-«15,000, T^^S^StC 

J;-6lS[¥i^:0^-*53,OOO. ^-U>:;i/ — f >>!f;i/A>f Al? (lot.RG755-05019) 

) 3.6g?!^:;^'nn^^>2i.2g (le.omi) {c^^b7t?g{cjD^fc:^)^> A-75998S: 

itJ®A-75998a)-^;t^li^tl-em0'-'90AHB, 3.6%'^feofee 

iticM4 

i^^Ua.-:/nby> (^ffl^iaxHM) 400mg$:, jti£M2 i:|^-(Z)IL^- 
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